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1. 



This international preliminary examination report has been prepared by this International Preliminary Examinina 
Authority and is transmitted to the applicant according to Article 36. rrenminary txamining 



2. This REPORT consists of a total of 6 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims andybr drawinqs which have 

^^S^^^ T % f ri hiS /i port and * r sheets ^ntainin? reckicationf^^^^^ 

(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). nuinonry 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 

Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

^f^cff * taten ? ent " nder Rule 66.2(a)(ii) with regard to novelty, inventive step or industrial, applicability- 
citations and explanations supporting such statement *wmAumny M 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 
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J8V D-80298 Munich 
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Authorized Officer 

Weisbrod.T | 

Telephone No. +49 89 2399-8931 \S; ^ 



PCT/IPEA/409 (Cover Sheet) (January 2004) 



INTERNATIONAL PRELIMINARY 

EXAMINATION REPORT International application No. PCT/EP 0308675 

I. Basis of the report 

and are not annexed to this report since they do not contain amendmenTmules 70 tiS 70. ™)f 
Description, Pages 

1 " 18 as originally filed 

Claims, Numbers 

1 " 1 8 as originally filed 

2. With regard to the language, all the elements marked above were available or furnished to thi* Airthnri*, io 
language ,n which the international application was filed, unless otherwise kSSSS^^JS^' 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

° R^leSnXVST' 3 " 0 " fUmiShed ** ° f intemational P'*™™* examination (under 

3 rm=a,^^^ 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

° Efn^S„"}l'M 0,ma,k>n reC ° rded °° mpU,er ,eadable ,om is lderafcal <° - sequel 
4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5 - ° K&tfSfi'c?, asssssr not made ' sinoe ,hey teve 

CAgy replacement sheet containing such amendments must be referred to under Hem 1 and annexed to this 
6. Additional observations, if necessary: 
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HI. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1 . The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application, 
El claims Nos. 17-18 

because: 

E3 the said international application, or the said claims Nos. 17-1 8 relate to the following subject matter which 
does not require an international preliminary examination (specify): 

see separate sheet 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. . 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/ 
or amino acid-sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the Standard. 

□ the computer readable form has not been furnished or does not comply with the Standard. 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 1-18 

No: Claims 

Inventive step (IS) Yes: Claims 1-18 

No: Claims 

Industrial applicability (IA) Yes: Claims 1-16 

No: Claims 

2. Citations and explanations 
see separate sheet 
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Re Item | 

Basis of the opinion 

application is directed to 

pyrrolidinedione-l-yKCHaJ^CfO)- substituted piperidinyl-phthalazones (1) 
(claims 1-12), 

the first medical use of such compounds (1) (claim 13), 
a pharmaceutical composition comprising compounds (1) (claim 14), 
the second medical use of compounds (1) (claims 15-16), and 
the corresponding therapeutic methods (claims 17-18). 

Re Item III 

Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

1 Claims 1 7-1 8 relate to subject-matter considered by this Authority to be covered 
by the provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be 
formulated with respect to the industrial applicability of the subject-matter of these 
claims (Article 34(4)(a)(i) PCT). 

Re Item V 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

1 Reference is made to the following documents. 

D1 : WO 02/085906 A, 3 1 . 1 0.2002; cited in the application. 

D2: WO 02/064584 A, 22.08.2002; cited in the application. 

D3: WO 01/94319 A, 13.12.2001 ; cited in the application. 

D4: WO 98/31 674 A, 23.07.1 998; cited in the application. 

Documents D1 and D2 were published after the priority date. Under the 
presumption that the priority is valid for the claimed matter these documents are 
not considered as prior art under Rule 64.1 PCT. 



2 Novelty 
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D3 relates inter alia to p.peridinyl-phthalazones as combined beta-2-adrenoceptor 
agomsts and PDE4 Inhibitors from whioh the present compounds (1) tZTwl 
the pyrrolidinedione-1 -yl-(CH 2)l ,C(0)- substituent R 9 . ' 9 

P4 discloses PDE4-inhibiting 2-substituted phthalazones wherein the 2-substitu- 
ent ,nter al.a represents N-methylpiperidinyl. The present claimed matter is novel 
over D4 through the N-piperidinyl substituent R 9 of the compounds (1). 

In view of D3 and D4 the application complies with the criterion of novelty 
according to Article 33(2) PGT. y 

2 2 nhthT^ ° 2 dl f °^ inter alia Pyrolidine-1 -yHCI-y^O)- substituted piperidinyl- 

phthalazones cf D1 and D2, claim 1) from which the present compounds differ in 
hav,ng a pyrrol.d.ne-dione rather than a pyrrolidine substituent within R 9 . The said 
documents appear thus not relevant to the question of novelty of the present 
claimed matter. K 

3 Inventive Step 

3.1 The application describes the synthesis of the compounds (1) of claim 7 and 

Shows that this compound represents a PDE4 inhibitor (the application, page 18). 

3 ' 2 thfnS IT ° r ° r , D4 &S m ° St re '^ Vant StatQ ° f the art ' the P rob '^ ""denying 
the present application may be seen in the provision of further PDE4 inhibitors 

Due to the fact that the documents D3 and D4 teach merely piperidinyl- . 

phthalazones as PDE4 inhibitors with very specific piperidinyl-N-substituents (i e 

D4: N-methyl-piperidinyl; and D3: a substituent -NH-CH(R°)C(Ar 2 )OH- see e a 

the o^t 6 P*? ° f reaCti ° n 10) '* d ° eS n0t apP6ar -equL^y obvious mat 
the present claimed compounds wou.d retain the desired activity. Consequently in 

claims 1°1 8 " *" ™ V ^^eLr the pTsent ' 



4 Industrial Applicability 

For the assessment of the present claims 1 7-1 8 on the question whether they are 
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l =J!r^V2!?, AL PREUM,NARY International application No. PCT/EP 03/08675 
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industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, 
for example, does not recognize as industrially applicable the subject-matter of ' » 
claims to the use of a compound in medical treatment, but may allow, however, 
claims to a known compound for first use in medicaf treatment and the use of such 
a compound for the manufacture of a medicament for a new medical treatment. 

5 Deficiencies of the Application under 6 PCT 

5.1 The present set of claims is objected under Article 6 PCT for lack of conciseness 
because the claims 7-1 2 are all directed to identical subject matter i.e. the 
compound of example 1 and salts thereof. 

5.2 Furthermore, in the second medical use claim 15 the therapeutic application is 
only functionally defined by a mechanism of action which does not allow any 
practical application in the form of a defined, real treatment of a pathological 
condition. This objection could be overcome by either introducing in the claims a 
list of pathological conditions (diseases) cited in the application, or by showing that 
means are available which would allow the skilled person to recognise which • 
additional condition(s) would fall within the functional definition. 
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